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Convegno Regionale SIE

Front-line treatment of TE-NDMM
outside clinical trials (EHA-ESMO guidelines 2021)

Eligibility for autologous stem cell transplant

(ASCT)
YES
Induction 3 I
First option: High-risk NDMM
VRd [II, B] l
DaraVTD [I,A]
: L i Tandem ASCT*
If first option is not available :
Tandem ASCT is recommended for patients with
VTD [l,A] /' VCD [",B] genetically-defined high-risk disease [II, B]
)
200 mg/m? melphalan i \ 7
followed by ASCT V maintenance can be considered
[l ,A] Maintenance with lenalidomide is considered the
standard of care for all MM patients post-ASCT [I, A];
l bortezomib may be considered for patients with high-
risk disease [II, B]
Lenalidomide maintenance [I,A]

Dimopoulos MA et al. HemaSphere 2021, 5:2(e528)
Slide courtesy of Prof. Moreau
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Dara-VTD Followed by Dara Maintenance in ND TE Myeloma patients
(CASSIOPEIA): >6 Year Update

D-VTD vs VTD (post-conso) 2CR 39% vs 26% (p=0.001)
MRD (10°) neg in CR: D-VTD 34% vs 20% (p<0.0001)

Progression-free survival and overall survival from first randomization regardless of second randomization

100 4
80
<3 60 — D-VTd: median, 83.7 months Ty
Y =3
e Dy B
a
-l o
40 40 -
20 - VTd: median, 52.8 months
20 —
. o, 5 .
HR, 0.61; 95% Cl, 0.52-0.72; P <0.0001 ;":'00(')50%195 b o e
0 I I \ 2[ : : I2 ; ; : l : : l y ; 0 T .I T I T T T I T I I I T T 1 1
Sl L e e R e R - R 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Time since first randomization e P P I R Ol TR
~ regardless of second randomization (months) - . b i QLIALs
No. at risk N dlc regardless of second randomization (months)
A 100 04 S 0 ot U Y BT IO S O S at\;lrsd 542 531 521 505 494 481 475 467 453 441 433 419 396 242 15 33 0
SR e S S e e C S g R L s e R R S L LY D-VTd 543 535 526 520 517 511 503 496 490 482 476 467 452 285 147 29 O

(A) The results of the Kaplan—-Meier estimates of progression-free survival among patients in the intention-to-treat population. (B) The results of the Kaplan—-Meier estimates of overall survival among patients in the
intention-to-treat population.
Moreau et al. The Lancet Oncology 2024

D-VTd=daratumumab, bortezomib, thalidomide, and dexamethasone. HR=hazard ratio. VTd=bortezomib, thalidomide, and dexamethasone.
CRO Aviano (PN) - 9 ottobre 2024



Convegno Regionale SIE

DaraVRD vs VRD in TE NDMM: Phase 3 randomized Perseus trial
study design ( mean follow up 47.5 month)

Induction Consolidation
e VRd VRd
2 V:1.3mg/m2SC V: 1.3 mg/m?2 SC
NS Days 1.4, 8,11 Days 1,4, 8,11
Key - R: 25 mg PO Days 1-21 R: 25 mg PO Days 1-21
eligibility B d: 40 mg PO/IV Days 1-4, 9-12 5 d: 40 mg PO/IV Days 1-4, 9-12
2 = =
criteria S =
- Transplant- I D-VRdb 9 D-VRdkJ :
eligible NDMM =Ml DARA: 1,800 mg SC < DARA: 1,800 mg SC® Q2W
- Age 18-70 years '8 SV ycies 12 = VRd administered as in
. 2W Cycles 3-4
ECOGPS =<2 E Q e the VRd group
— VRd administered as in

the VRd group

4 cycles of 28 days \

2 cycles of 28 days

Primary endpoint: PFSc

Key secondary endpoints: Overall >CR rate, overall MRD-negativity rate, OS

Maintenance

R
R: 10 mg PO Days 1-28 until PD

D-R MRD Cor:)t-i;nue
DARA: 1,800 mg positive :
SCP Qaw until PD
R: 10 mg PO
Days 1-28
MRD
negative
28-day cycles
/\ /\
Discontinue DARA therapy only Restart DARA therapy

after =24 months of D-R maintenance for
patients with =CR and 12 months of
sustained MRD negativity

upon confirmed loss of CR
without PD or
recurrence of MRD

Sonneveld P et al NEJM Dec 2023

CRO Aviano (PN) - 9 ottobre 2024



Convegno Regionale SIE

Dara-VRd vs VRd in TE NDMM: Phase 3 randomized PERSEUS trial
Key efficacy data (Median follow-up: 47.5 months)

D-VRD vs VRD

Median age: 61y vs 59y
ISS 1ll: 15.5% vs 14.2%
HR-CA: 21.4% vs 22%

Overall 2 CR rate D-VRd vs VRD

P <0.0001*
Odds ratio, 3.13 (95% C , 2.11-4.65)

100 -
90 J 2CR 87.9%
80 -
= 70 2CR 70.1%
e
£ 60
2 40 et
& 30 - i
20 -
10 - 18,6% 2o
0
D-VRd VRd
(n =355) (n=354)

sCR, stringent complete response; NE, not estimable. *P value (2-sided) was calculated with the use of the stratified Cochran-Mantel-Haenszel chi-squared test.

-
(=]
o
.

80 A

60

40 -

20 4

% surviving without progression

(=]

Progression-free survival

Median follow-up: 47.5 months P

| 84.3%

N D-VRd
'167.7%

VRd

HR, 0.42; 95% C , 0.30-0.59; P <0.0001

dessccsssasnaadh

0
No. at risk

VRd 354
D-VRd 355

« 58% red

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Months
335 321 31 304 297 29 283 278 270 258 247 238 228 219 175 67 13 (o]
345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 1 (o]

uction in the risk of progression or death in patients receiving D-VRd

Sonneveld P et al, ASH 2023, LBA oral presentation
Sonneveld P et al, NEJM Dec 2023
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Due grandi novita: 1) Dara Len based maintenance
2) MRD driven maintenance
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Front-line treatment of active MM outside clinical trials
Future EHA-ESMO 2025 guidelines

Eligibility for autologous stem cell transplant
(ASCT)

Induction
First option:

VRd[lI, B} >> DaraVRd [I,A]
DaraVTD [I,A]

If first o i t available
VT

If first option is not available
VRd [I,A]/ VTD [II,B] / VCd

i Y

200 mg/m? melphalan
followed by ASCT
[ILA]

!

200 mg/m? melphalan
followed by ASCT
[IL,A]

!

Dara-Len (2y) - Len maint [?]

Lenalidomide maintenance [I,A] #

Dimopoulos MA et al. HemaSphere 2021, 5:2(e528)
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Front-line treatment of active MM outside clinical trials
! Future EHA-ESMO 203??

*PA'S'TE * Eligibility for autologous stem cell transplant
(ASCT)
FUTL!R [

YES

Induction
First option:
DaraVRd
DaraVTD [l,A]

If first option is not available
VR [IL,A]/VTD [lI,B] / VCd

Mel200 anymore?

= g e :
pending readout of future clinical trials Dimopoulos MA et al. HemaSphere 2021, 5:2(e528)
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MIDAS: transplant MRD driven
Cartitude 6: no more transplant
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Study design

MIDAS = MInimal residual Disease Adapted Strategy

( MDAS

)

—
W

Induction MRD evaluation Risk-adapted consolidation and maintenance

Standard risk
(MRD <10%) - IsakRD x 6 ‘ ‘

Lenalidomide
(3 years)

Lenalidomide
(3 years)

@ a1
IsaKRD x 6
[ (28d cycles) ] .

\ ASCT + IsakRD x 2 [
............... jon /’ ASCT + 1sakRD x 2 ‘
after cycle 3 .
G-CSF+/- plerixafor 4

Isa - Iberdomide
(3 years)

~

4

High risk
(MRD >10%) Tandem ASCT
oooooooo

@‘ Myeloma SOCIety

Isa - Iberdomide
(3 years)

ArmA

Arm B

Arm C

Arm D

92% VGPR or better; 64% CR; MRD neg:

63% 10>/ 47% 10°

IMS 2024

CRO Aviano (PN) - 9 ottobre 2024
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Cartitude 6 study design

Screening

1:1 randomization
(N=750)

Apheresis
DVRdd
4 cycles

Cilta-cel infusion

5-7 days after start of lymphodepletion
Target dose: 0.75 x 10% CAR+ T cells/kg

Lenalidomide®
2 yearsf

Long-term follow-up

CRO Aviano (PN) - 9 ottobre 2024

DVRdd
2 cycles

Lenalidomide®
2 yearsf
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Front-line treatment of active MM outside clinical trials

: Future EHA-ESMO 203??

Eligibility for autologous stem cell transplant
(ASCT)

YES

Induction
First option:
DaraVRd
DaraVTD [I,A]

If first option is not available
VRd [IL,A]/ VTD [lI,B] / VCd

= .
pending readout of future clinical trials Dimopoulos MA et al. HemaSphere 2021, 5:2(e528)

CRO Aviano (PN) - 9 ottobre 2024



Convegno Regionale SIE

Front-line treatment of TNE-NDMM outside clinical trials
EHA-ESMO guidelines 2021

Eligibility for autologous stem cell transplant
(ASCT)

v y

NO

First option:
DRd [I, A]
DVMP [I, A]
VRd-Rd [I, A]

If first option is not
available
VMP [I, A]
Rd [l, A]

Dimopoulos MA et al. HemaSphere 2021, 5:2(e528)
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Daratumumab plus lenalidomide and dexamethasone for patients with
TIE NDMM: the standard of care

PFS! MAIA trial

Dara-RD
NDMM 28-days cycles until PD
Transplant
ineligible
s Rd

N 737

28-days cycles until PD

' d
—— Lenalidomide and dexamethasone
HR 0-53 (95% C1 0-43-0-66); p<0-0001

T T T T T T T T y T T )
6 12 18 24 30 36 42 48 54 60 66 72
Number at risk
(number censored)
Lenalidomide and dexamethasone 269 (0) 307(29) 255(41) 220(44) 196(46) 172(49) 146(55) 123(58) 105(64) 63(95) 12(140) 2(150) 0(152)
Daratumumab plus lenalidomide 368 (0) 335(6) 309(9) 290(14) 266(16) 246(18) 232(20) 210(25) 195(30) 123(92) 51(158) 5(203) 0(208)

Ost Median PFS 62 months
MRD negativity rate?

100-¢
20 P<0.0001 P<0.0001 P<0.0001
< =6 months sustained >12 months sustained
35 A & 20 1 20 1
- 29% g
4 e
> > 15%
ES ] p
£ 25 H 15 15
©
> =3 11%
20 Z 20 A 2
= 10 10
HR 0-68 (95% C1 0-53-0-86); p=0-0013 I 15 4 2
o [
3 © 18 24 30 36 P 43 54 60 6 2 < 10 9% _E
Time since randomisation (months) 2 T 2 5 5 4
Number at risk = H 2%
(number censored) 5 3
Lenalidomide and dexamethasone 369 (0) 243(13) 324(14) 308(16) 294(16) 270(17) 251(20) 232(22) 213(24) 134(85) 42(171) 5(208) 0(213) >
Daratumumab pius lenalidomide 368 (0) 246(3) 338(3) 328(5) 305(6) 297(8) 280(9) 266(9) 249(10) 170(86) 63(189) 6(245) 0(251) o 4 0 0 0
and dexametnasone D-Rd  Rd D-Rd  Rd D-Rd  Rd
n=368 n=369 n=368 n=369 n=368 n=369

CI, confidence intervals; CrCl, creatinine clearance; D-Rd, daratumumab-lenalidomide-dexamethasone; FU, follow-up;
HR, hazard ratio; ISS, international staging system; MRD, minimal residual disease; NDMM, newly diagnosed multiple myeloma;

NE, not estimable; NR, not reached; OS, overall survival; PFS, progression-free survival; Rd, lenalidomide-dexamethasone; 1. Facon T et al. Lancet Oncol 2021;22:1582-1596
TIE, transplant-ineligible 2. San-Miguel J et al. Blood 2022;139(4):492-501
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Phase III studies are investigating CD38 mAb-based quadruplet —~
therapy using various dosing schedules in Ti NDMM

m Initiation (6-week cycles) Maintenance phase (4-week cycles)
v Ti NDMM 3: unacceptable toxicity, endpoint:
VRd x4 cycles _ or patient withdrawal PFS

v 18-80 years
x ECOG PS >2 Isa IV: 10 mg/kg weekly (C1), every 2 weeks (C2-17), monthly (C18+)
V SC: 1.3 mg/m? twice-weekly (W1-2 and 4-5 of C1-4) during initiation only
d IV/PO: 20 mg during C1-17* then weekly (C18+)

2T unacceptable toxicity, endpoint:

v Ti NDMM = = &
v BE 70 iy Isa-Rd x12 cycles Isa-R x6 cycles Isa-R or patient withdrawal MRD- (10-5)

BENEFIT3-5 Induction (4-week cycles)
‘ Isa-VRd x12 cycles Isa-VR x6 cycles m Until PD, Primary
1:1

x ECOGPS >2 Isa IV: 10 mg/kg weekly (C1), every 2 weeks (C2-12), monthly (C13+)
V SC: 1.3 mg/m? weekly (W1-3 of C1-12) and then every 2 weeks (C13-18)
d PO: 20 mg weekly (C1-12) then discontinued

A

ance doi: 10.1056/NEJMoa240

xamett

atuxime ) y; M
; PD, progre C
, subcutaneous; Ti,

i <
transplant ineligible; V, b S. Leleu X, et a 7501 18

As no head-to-head comparisons are available, direct comparison between trials is not intended and should not be inferred

CRO Aviano (PN) - 9 ottobre 2024
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IMROZ: First global Phase III study of Isa-VRd vs VRd —~_
in Ti NDMM

IMROZ: Isa-VRd vs VRd (N=446) in Ti NDMM "
Isa IV: 10 mg/kg weekly (C1), every 2 weeks (C2-17), monthly (C18+)

V SC: 1.3 mg/m? twice-weekly (W1-2 and 4-5 of C1-4) during initiation only
d IV/PO: 20 mg during C1-17* then weekly (C18+)

Median follow-up: 5 years

MRD- rates (NGS, 105; ITT) Primary endpoint: PFS (ITT) OS rates (ITT)
100 - 100 Isa-VRd n=265:
. mPFS NR Isa-VRd
80 m Isa-VRd = VRd 60-month PFS: 63.2%
80
F 60-month OS rate, % 72.3 66.3
= X 60
£ 5 VRd n=181: ¢
L] Y mPFS 54.34 months o, -
5 a 40 4 60-month PFS: 45.2% HR (95% CI) 0.776 (0.407-1.48)
20
HR: 0.596 (95% CI: 0.406-0.876);
log-rank P=0.0005
N 0— T T T T T T T T T T T T T
MRD- MRD- CR  Sustained MRD- 0O 6 12 18 24 30 36 42 48 54 60 66 72
=12 months Months
Admini 9

on Da 1 22 ind 32 [

( ard

f t imal

re et ¢ ) )24

p S6/NEIJM0a2400712. Online ah i of print

n T, et al. ASCO 2024; Presentation 75 20

CRO Aviano (PN) - 9 ottobre 2024



Convegno Regionale SIE

Cepheus: Phase Il protocol of DVRD vs VRD in patients Tl or transplant deferred

N=395
Ti or transplant-
deferred NDMM

=18 years
ECOG PS >2
Frailty score 22*

v

X

Patients, %

100
80
60
40
20

Induction (3-week cycles)

1:1{
VRd x8 cycles

Continuous phase (4-week cycles)

Rd

Dara SC: 1800 mg weekly (C1-2), every 3 weeks (C3-8), monthly (CS+)
V SC: 1.3 mg/m? (W1-2 of C1-8); then discontinued

d PO: during C1-8" then

for C9+

Median follow-up: 58.7 months

MRD- rates (NGS, 105)

Primary
endpoint DVRd  VRd
OR (95% CI):
2.37 (1.58-3.55) mPFS, months
P<0.0001
_Lﬁ P<0.0001 HR
—— (95% CI)
39 P-value
26
54-month PFS
0O,
MRD- Sustained MRD- Eatese

=212 months

PFS
NR 52.6
0.57
(0.41-0.79)
0.0005
68.1 49.5

Until PD or
unacceptable toxicity

Usmani IMS 2024
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Front-line treatment of active MM outside clinical trials
Future EHA-ESMO guidelines 2025

Eligibility for autologous stem cell transplant
(ASCT)

v Y

First option:
DRd [I, A]
IsaVRD-IsaRd [l, A]

PRt o

If first option is not
available
VRd-Rd [l,A]
D-VMP [ILA]

Dimopoulos MA et al. HemaSphere 2021, 5:2(e528)
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Figure: CARTITUDE-5 study design

Study
i VRd

design % (2 cycles) } Rd maintenance (until disease progression)
Screening VRd . . .
(28 days) I | induction g s:m_lale Cilta-cel

- VRd } ety Follow-up

(5'6 © (Administered 5-7 )
cycles)* - (2 cycles) Observation
= | [
& Primary Endpoint: PFS

~

Flu, fludarabine; Cy, cyclophosphamide

*1 cycle VRd allowed prior to screening

tStratification factors: R-ISS (LILHI); Age/transpiant eligibility (270 years or <70 years and ASCT ineligible due to comorbidities or <70 years and ASCT deferred); Response to VRd
nduction (2VGPR. <PR)
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Future Perspectives Q
MajesTEC-7 — Phase 3 NDMM — Tec-DR vs
Tal-DR vs DRd

MajesTEC-7: SRI Cohorts Inform Phase 3 Design MajesTEC-T7 (Tec-DR) SRI Cohort 1: Efficacy
Cvavedl resguene rete Bedction n dreme bunden’ sfier cycie |

':. e -
= g ] X
{ ol &= | = i 2|

- -_—e. l |

S Soe e

“ B2 0N ORR (50 5% 2CR] M0 sty wave YU . Medan Tene W 1ol srsginie | © S fasge Q%4 &)
T N0 B e rOPETMONT * Madan Sene 10 bewt reapones: &5 month jange, 1012 1)

Coyrlie Tomsreas ot &l ASCO 2004
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Front-line treatment of active MM outside clinical trials
Future EHA-ESMO guidelines 2030...

Eligibility for autologous stem cell transplant

(ASCT)
NO
First option: First option: First option:
DRd-[I,-A] >> ElranDR* DRd [I, A] DRd [I, A]
or TecDR* or BelaRd* IsaVRD-IsaRd [I, A] DVMP [I, A]

DaraVRD-DRd VRd-Rd [I, A]
isavRD-1sard 11, A] (. e

DaraVRD-DRd

If first option is not If first option is not
VRD + Cilta-cel* available available
(CARTITUDE-5) VRd-Rd [ILA] VMP [I, A]
D-VMP [ILA] Rd [I, A]
If first option is not
available
DRd (frail) [I,A]
D-VMP [I,A]
[very frail: doublets]
*pending readout of future clinical trials Dimopoulos MA et al. HemaSphere 2021, 5:2(e528)
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Treatment at relapse outside clinical trials
Current EHA-ESMO guidelines 2021

1%t line ASCT eligible ASCT ineligible

Anti CD38 + Pl + IMID + Dex Dara + Len-dex
ASCT Dara-VMP
Len/Dara or Len AntiCD38 + VRd

Srssssssssssssssssssssssssssssssssasssssssssssnssssassnsssssnss progress while on lenalidomide and/or daratumumab .....eeeieiieiiiiisiisisssssssisssssassassassaaaaanaas
2" [ine Prior antiCD38 and/or Len exposure/refractoriness

Dara/Isa + Kd (or Vd) Pomalidomide-bortezomib-dex

Carfilzomib-dex
Dara/Isa + Pd Selinexor-bortezomib-dex

§ —

i
{

e abomate Lemassomae
N

§
i
i

R
e

-
o R ‘ Dacabs 0 A/ J
Darafa aa g N
Eofs =

N
L]
LA
]
5. A
A
)
N
n

s

In 2L patients not exposed to Len or Dara >> DRd
In 2L patients Dara-Ref but Len naive >> Rd or KRd

iz
”

ASCT: autologous stem cell transplant; Pl: proteasome inhibitor; IMID: immunomodulatory agent; Dex: dexamethasone; VMP: bortezomib, Data presented from multiple trials for convenience. Comparisons cannot be made between safety
melphalan, prednisone, VRD: bortezomib, lenalidomide, dexamethasone; Len: lenalidomide; Kd: carfilzomib-dexamethasone; Pd: and/or efficacy parameters across studies. Cross-trial comparisons are not to be inferred.
pomalidomide, dexamethasone; PVd: pomalidomide, bortezomib, dexamethasone; DRd: daratumumab, lenalidomide, dexamethasone; Based on: Dimopoulos MA, et al. Ann Oncol 2021;32:309-322. Kaufman J et al. ASH 2019; abstract
KRd: carfilzomib, lenalidomide, dexamethasone, Tec: teclistamab, Tal: talquetamab; Elra: elranatamab; Pd: pomalidomide, dexamethasone; 1866 (poster presetnation). Avet-Loiseau H et al. Blood Cancer J 2020;(11):111.

Vd: bortezomib, dexamethasone
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1-3 proior lines of therapy IKEMA (Median follow-up: 44 months)
30% len-refractory ISATUXIMAB + Kd > Kd (response, PFS)

APOLLO: DaraPd > Pd (response, PFS)
>1 prior line, lena and Pl exposed

Isa-Kd:

mPFS: NR

(95% CI: NE-NE)
12-month PFS rate®

Proportion surviving without progression

100=, T T Rl R e
- Kd:
2 80 04 R 0.531 (99% CI: 0.318-0.88 mPFS: 19.15 months
8 HR 0.531 (99% CI: 0.318-0.889) (95% CI: 15.770-NE)
@ p=0.0007
g 02
8 60
3
-2tttk Attt b el 0.0
H 40 0 3 6 9 12 15 18 21 24 27
2 5 D-Pd median: 12.4 months o Months since randomization
% H Isa-Kd 179 164 151 136 124 110 100 36 5 0
s 1 Kd 123 108 99 85 72 61 50 19 6 0
\'ﬁ 20 - ! . One-sided p value, level of significance <0.005
H
N HR, 0.63; 95% ClI, 0.47-0.85; : H Subgroup Isa-Kd Kd
P=0.0018 H : Pd median: 6.9 months Eventtotal Eventsitotal Hazard ratio (95% CI)
0 T T T T T T T T T T T T T T T T T 1 Al patients 86179 77123 e 0576 (0.418-0.792)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 Age oyears e fogid * 0.857 {0.410-0.990)
265 yoars a1 30557 —e—i 0497 (0321-0.771)
No. at risk Months Basoline 6GFR 260 mUmin'1.73 m* 55122 60193 ——i 0553 (0.382-0.801)
(MDRD) <60 mUmin/1.73 m* 2343 1018 e 0.562 (0.266=1.189)
Pd 153 121 93 79 61 52 46 36 27 17 12 5 5 1 0 0 0 0 O 20l mir73 o LT 233 g Do loo)
D-Pd 161 135 111 100 87 80 74 66 48 30 20 12 8 5 3 2 2 2 1 1SS staging I 34163 1731 —e—1 0,608 (0.336=1.099)
at study entry " 13126 16120 booe 0.607 (0.290-1.268)
High-risk cytogenetic  Yes 26/42 21131 F . 1 0.724 (0.406=1.290)
status No s0r114 a7 —— 0508 (0.341-0.758)
1921+ Yes 3975 35/52 —— 0.582 (0.368-0.923)
No 39/84 33/55 —— 0.546 (0.342-0.873)
DaraPD T 410 3uss — i 0712 (0.445-1138)
of therapy (IRT) >1 45/99 46/68 e 1 0.460 (0.302-0.698)
Prior Pl treatment® Yes 4381 zs,:u ———l 0.824 (0.506-1.343)
PFS: 12.4 m (9.9 m len-refractory), HR: 0.63 3 o e e e ozmeoss
s 49198 4061 ——i 0,560 (0.367-0.854)
C R 2 5 0/ Refractory to Yes 31157 30142 — 0586 (0.353-0.972)
0 lenalidomide No 55122 4781 e 0.560 (0.378-0.829)
4 o5 7o s 2

lsaKd better  Kd botter
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CARTITUDE-4: Phase 3 randomized Cilta-cel vs SoC in 1-3 RRMM Len-Ref

* Cilta-cel: median n2 PL: 2 (1-3), 1 PL in 32.7%; HR-CA 35.3%; Dara-Ref 23.1; TCE 25.5%

Median FUP: 15.9 m

* SoC (DPd/PVd): median n2 PL 2 (1-3); 1 PL 32.2%; HR-CA 32.9%; Dara-Ref 21.3%; TCE 26.1%

Patients, %

100

80

60

40

20

Overall response rateab.c

Odds ratio:
3.0 (1.8-5.0) P<0.0001
a1 84.6
(176/208)
d 67.3
(142/211)
o =CRY:
=CR9: 21.8
] 73.1
3.4
Cilta-cel ITT SOCITT g
®m sCR m CR m VGPR = PR

MRD neg (10°°) in pts evaluable for MRD:

Cilta-cel 87.5% vs SoC 32.7%

Bridging phase, patients in cilta-cel arm were
receiving the same treatmentas the SOC arm

Patients progression free and alive, %

C

Progression-free survival?

100 - oaq,] Week8  Hazard ratio, 0.26 (95% Cl, 0.18-0.38); P<0.00015.c
3 \L@
s
20— e
?3\%\8—\ M mPFS: not reached (95% Cl, 22.8-NE)
60 — AMA AN A
AAS M-AAA
40 —
20 lee—o
P 11.8 months (95% C _13.8
0 —A
T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
No. at risk Progression-free survival, months
ilta-cel arm 208 177 172 166 146 94 45 22 9 1 0
SOC arm 211 176 133 116 88 46 20 4 1 0 o
- Cilta-cel arm —pe— SOC 3TN

HR by COX: 0.4

Dakhal B et al. J Clin Oncol 41, 2023 (suppl 17; abstr LBA106)
Einsele H et al, plenary session, EHA 2023
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Belantamab-based combinations in Len/aCD38-refractory patients

DREAMM-7 Bvd (n=243) DVd (n=251) DREAMM-8 BPd (n=155) PVd (n=147)
PFS (mo)(95% CI) 36.6 (28.4-NR) | 13.4 (11.1-17.5) PFS (mo)(95% Cl) NR (20.6-NR) | 12.7 (9.1-18.5)
HR 0.41 (0.31-0.53) p<0.001 HR 0.52 (0.37-0.73) p<0.001
10 -, 18 months
S g
o8 e o 69% :3 N“ — 12 months
s Med é ’ »\‘“\V\ig‘ ‘H\‘:n.,"“
% 06 "‘l-H.”A 8.6 months g \“H;.} : e R
%o_‘ - H “\—H'\N—,‘ = Bahin .
2 s ! 51% .
= . 5 e
0z £ R
00 = E

Time since randomization (months) Time since randomization, months.

No previous Dara exposure (1-2%

= ) 3
o) (ol xct) 23-24% anti-CD38 refractory

Prior Tx/refractoriness

86-90% Pl exposed 24-26% PI refractory
34% Len refractory 76-81% Len refractory |
81-86% iMid exposed 100% iMid exposed

Prior lines 51% had 1 prior line 52-53% had 1 prior line

PFS (m); HR-

Len refractory

PFS (m); HR —
anti-CD38 refractory

25.0 (18.1-NR); HR 0.37 (0.24-0.56) HR 0.45 (0.31-0.65)

N/A HR 0.65 (0.36-1.18)

Hungria V et al. NEJM 2024; 391:393-407; Dimopoulos MA et al. NEJM 2024; 391:408-21
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Treatment at first relapse outside clinical trials
Future EHA-ESMO guidelines 2025

1%t line ASCT eligible ASCT ineligible

Anti CD38 + Pl + IMID + Dex Dara + Len-dex
ASCT Dara-VMP
Len/Dara or Len AntiCD38 + VRd

Srsssssssssssssssssssssssssssssssssssssssssssssssssassnnnsnsns Progress while on lenalidomide and/or daratumumab ...eeeeeieiiiiiiiiiiissisissssssssss s aanaaanas

2" [ine Prior antiCD38 and/or Len exposure/refractoriness
Dara/lsa + Kd Pomalidomide-bortezomib-dex Cilta-Cel [I,A]
Carfilzomib-dex Belantamab-Vd*
Dara/Isa + Pd Selinexor-bortezomib-dex Belantamab-Pd*
* Positive ph 3 data. Pending
regulatory approval

In 2L patients not exposed to Len or Dara >> DRd
In 2L patlents Dara-Ref but Len na:ve >> Rd or KRd

.............................................................................. T T L L L T T T LT T T T L LT LT
ASCT: autologous stem cell transplant; Pl: proteasome inhibitor; IMID: immunomodulatory agent; Dex: dexamethasone; VMP: bortezomib, Data presented from multiple trials for convenience. Comparisons cannot be made between safety
melphalan, prednisone, VRD: bortezomib, lenalidomide, dexamethasone; Len: lenalidomide; Kd: carfilzomib-dexamethasone; Pd: and/or efficacy parameters across studies. Cross-trial comparisons are not to be inferred.
pomalidomide, dexamethasone; PVd: pomalidomide, bortezomib, dexamethasone; DRd: daratumumab, lenalidomide, dexamethasone; Based on: Dimopoulos MA, et al. Ann Oncol 2021;32:309-322. Kaufman J et al. ASH 2019; abstract
KRd: carfilzomib, lenalidomide, dexamethasone, Tec: teclistamab, Tal: talquetamab; Elra: elranatamab; Pd: pomalidomide, dexamethasone; 1866 (poster presetnation). Avet-Loiseau H et al. Blood Cancer J 2020;(11):111.

Vd: bortezomib, dexamethasone
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Treatment at first relapse outside clinical trials
Future EHA-ESMO guidelines 2025

1t line ASCT eligible ASCT ineligible
Anti CD38 + Pl + IMID + Dex Dara + Len-dex
ASCT Dara-VMP
Len/Dara or Len AntiCD38 + VRd
.............................................................. progress while on lenalidomide and/or daratumumab .......veevesiiesisiisiississisiissssssssssssassassans
2" [ine Prior antiCD38 and/or Len exposure/refractoriness Fugirs options
P (Not yet approved)
Dara/lIsa + Kd Pomalidomide-bortezomib-dex Cilta-Cel [I,A] TecletamanDara
Carfilzomib-dex Belantamab-Vd*
Elranatamab or Elra-Dara
Dara/lsa + Pd Selinexor-bortezomib-dex Belantamab-Pd*
Tal-Dara or Tal-Pom or Tec-Tal
* Positive ph 3 data. Pending
regulatory approval

In 2L patients not exposed to Len or Dara >> DRd
In 2L patients Dara-Ref but Len naive >> Rd or KRd

ASCT: | stem cell tr lant; Pl: pr inhibitor; IMID: i dulatory agent; Dex: d thasone; VMP: bortezomib, Data presented from multiple trials for convenience. Comparisons cannot be made between safety

Iphalan, predni VRO: bor ib, lenalidomide, d h Len: lenalidomide; Kd: carfilzomib-d. hasone; Pd: and/or efficacy parameters across studies. Cross-trial comparisons are not to be inferred.
pomalidomide, dexamethasone; PVd: pomalidomide, bortezomib, d h DRd: d b, lenalidomide, d hasone; Based on: Dimopoulos MA, et al. Ann Oncol 2021;32:309-322. Kaufman J et al. ASH 2019; abstract
KRd: carfilzomib, lenalidomide, d hasone, Tec: teclist b, Tal: talqt b; Elra: elranat. b; Pd: lidomide, di h ;

1866 (poster presetnation). Avet-Loiseau H et al. Blood Cancer J 2020;(11):111
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Treatment at 2nd relapse and beyond outside clinical trials
Current EHA-ESMO 2021 guidelines

15t line ASCT eligible ASCT ineligible
Anti CD38 + Pl + IMID + Dex Dara + Len-dex
ASCT

Dara-VMP/RVd
Len/Dara or Len

AntiCD38 + VRd
2" [ine Prior antiCD38 and/or Len exposure/refractoriness Future options
Anti CD38 + Kd Pomalidomide-bortezomib-dex Cilta-Cel Teclistamab-Dara
Anti CD38 + Pd Carfilzomib-dex Belantamab-Vd Elranatamab or Elra-Dara
Selinexor-bortezomib-dex Belantamab-Pd Tal-Dara or Tal-Pom or Tec-Tal
In 2L patients not exposed to Len or Dara >> DRd

In 2L patients Dara-Ref but Len naive >> Rd or KRd
3 line
and
beyond

* Positive ph 3 data. Pending regulatory approval

At second of subsequent relapse

I | l

Recycle prior options if posible

For triple-class refractory
Lenalidomide asd Lenalidomide refractory Aternative
bortrzoemibs refractory and P1 sensaive (s preterred) options paticnts (Pls, D3 and
Isatuximab-Pom-Dex

mAbS against C038)

| |

Elotuzumab-Pom-Dex

-mn cal trials

ASCT: autologous stem cell transplant; Pl: proteasome inhibitor; IMID: immunomodulatory agent; Dex: dexamethasone; VMP: bortezomib, Data presented from multiple trials for convenience. Comparisons cannot be made between safety
melphalan, prednisone, VRD: bortezomib, lenalidomide, dexamethasone; Len: lenalidomide; Kd: carfilzomib-dexamethasone; Pd:
pomalidomide, dexamethasone; PVd: pomalidomide, bortezomib, dexamethasone; DRd: daratumumab, lenalidomide, dexamethasone;

and/or efficacy parameters across studies. Cross-trial comparisons are not to be inferred.
Based on: Dimopoulos MA, et al. Ann Oncol 2021;32:309-322. Kaufman J et al. ASH 2019; abstract

KRd: carfilzomib, lenalidomide, dexamethasone, Tec: teclistamab, Tal: talquetamab; Elra: elranatamab; Pd: pomalidomide, dexamethasone;

Vd: bortezomib, dexamethasone

1866 (poster presetnation). Avet-Loiseau H et al. Blood Cancer J 2020;(11):111.
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Ph 3 KarMMa-3: ide-cel vs SoC in TCE RRMM (2-4 prior lines)
Final PFS analysis and OS data (mFUP 31 m)

Key elegibility: 2-4 PL. Triple-class exposed. Refractory to last line. i P e
Baseline characteristics were comparable between 2 arms: os anaIYSIS (ITT and sensntlwty anaI|S|s)
- Median n2 of PL: 3
- Median time from diagnosis to study entry 4 years.
- 65% of patients in both arms were triple-class refractory
- Median TTP in last regimen: 7 months

ITT population
Median (95% CI) Os* Hazard ratio®

f 41.4 (30.9-NR) mo HR 1'01

» 37.9 (23.4-NR) mo

ORR 71% (CRR 44%) vs 42% (CRR 6%) A
xR
. . A ’ e .
Final PFS analysis S o
42% crossed over
100 Ide-cel —— Standard regimens 20 4
Median PFS» Hazard ratio® 18-month PFS rate
80 1 13.8 ths ° v v w— —
s o HR 0.49 41% 19% 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
4.4 months s ) p Patients at risk Months since randomization
& o Standard 132 128 120 114 103 91 81 75 59 45 32 24 18 11 4 3 0
— regimens
Q L 41% . ' )
40 \ Sensitivity analysis adjusted for crossover<
x —— 100 oy Median (95% CI) OS* Hazard ratio®
—.. x 1.4 ( -NR) m
o . 3 ® 41.4 (30.9-NR) mo HR 0.72
N s 23.4 (17.9-NR) mo . ©
“
) T T T T T T e
0 6 9 15 18 21 24 27 30 33 36 39 = -y
Patients at risk Months since randomization § T ..
Ide-cel 254 206 1 34 77 4 2 14 7 y 2 8 .l x_.L[
Standard regimens 132 76 43 34 31 21 18 12 9 6 5 3 2 1 : +
* mDOR ide-cel (16.6m [12.0-18.6] vs SoC 9.7 [5.4-16.3] m) 20
* mTTR: 2.9 (0.5-13.0) vs 2.1 (0.9-9.4) months —— idecel Standard regimens
* MRDneg CR: ide-cel 35% (57) vs SoC 2% (1) R N
0 3 6 9 12 15 18 2 24 27 30 33 36 39 « 5 48
* mPFS2 23.5 mvs 16.7 m [HR 0.79 (95% Cl, 0.6 -1.04)] NO new Safety SignlaS Morthe since  randomtzation S
Rodriguez-Otero P et al. oral presentation. ASH 2023. Abstract 1028 '32 ‘,2"6 ot "9; ‘5‘7 50 s 3'4. 21' 'M ; s ‘ 2 “ ‘ 4
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Treatment at 2nd relapse outside clinical trials
Current EHA-ESMO 2021 guidelines

15t line ASCT eligible ASCT ineligible
Anti CD38 + Pl + IMID + Dex Dara + Len-dex
ASCT Dara-VMP/RVd

Len/Dara or Len AntiCD38 + VRd

Future options

2" [ine Prior antiCD38 and/or Len exposure/refractoriness
Anti CD38 + Kd Pomalidomide-bortezomib-dex Cilta-Cel Teclistamab-Dara
Anti CD38 + Pd Carfilzomib-dex Belantamab-Vd Elranatamab or Elra-Dara
Selinexor-bortezomib-dex Belantamab-Pd Tal-Dara or Tal-Pom or Tec-Tal

A * Positive ph 3 data. Pending regulatory approval
In 2L patients not exposed to Len or Dara >> DRd
In 2L patients Dara-Ref but Len naive >> Rd or KRd

3 line
Recycle prior options if posible

Isatuximab-Pom-Dex
Ide-cel (K-3) [I,A]
Elotuzumab-Pom-Dex

Data presented from multiple trials for convenience. Comparisons cannot be made between safety

ASCT: autologous stem cell transplant; Pl: proteasome inhibitor; IMID: immunomodulatory agent; Dex: dexamethasone; VMP: bortezomib,
and/or efficacy parameters across studies. Cross-trial comparisons are not to be inferred.

melphalan, prednisone, VRD: bortezomib, lenalidomide, dexamethasone; Len: lenalidomide; Kd: carfilzomib-dexamethasone; Pd:
pomalidomide, dexamethasone; PVd: pomalidomide, bortezomib, dexamethasone; DRd: daratumumab, lenalidomide, dexamethasone; Based on: Dimopoulos MA, et al. Ann Oncol 2021;32:309-322. Kaufman J et al. ASH 2019; abstract
KRd: carfilzomib, lenalidomide, dexamethasone, Tec: teclistamab, Tal: talquetamab; Elra: elranatamab; Pd: pomalidomide, dexamethasone; 1866 (poster presetnation). Avet-Loiseau H et al. Blood Cancer J 2020;(11):111.
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Treatment of Triple-class exposed RRMM
Future EHA-ESMO 2025 guidelines

1t line ASCT eligible ASCT ineligible

4t line
Teclistamab
Talquetamab
TCE/TCR change mechanism of action Elranatamab

Ide-cel or Cilta-cel
(if not-available: Melflufen-dex)

ASCT: autologous stem cell transplant; Pl: proteasome inhibitor; IMID: immunomodulatory agent; Dex: dexamethasone; VMP: bortezomib,

Data presented from multiple trials for convenience. Comparisons cannot be made between safety
melphalan, prednisone, VRD: bortezomib, lenalidomide, dexamethasone; Len: lenalidomide; Kd: carfilzomib-dexamethasone; Pd: and/or efficacy parameters across studies. Cross-trial comparisons are not to be inferred.
pomalidomide, dexamethasone; PVd: pomalidomide, bortezomib, dexamethasone; DRd: daratumumab, lenalidomide, dexamethasone; Based on: Dimopoulos MA, et al. Ann Oncol 2021;32:309-322. Kaufman J et al. ASH 2019; abstract
KRd: carfilzomib, lenalidomide, dexamethasone, Tec: teclistamab, Tal: talquetamab; Elra: elranatamab; Pd: pomalidomide, dexamethasone;

Vd: bortezomib, dexamethasone

1866 (poster presetnation). Avet-Loiseau H et al. Blood Cancer J 2020;(11):111.
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Phase I/l MajesTEC-1: Teclistamab in R/R MM

Long Term Outcomes Outcomes, Mo @5%C1) | _AllPatients (N = 165)
Median DoR 24.0 (17.0-NE)
Teclistamab: 1.5 mg/kg SC weekly, after step-up Median PES 11.4 (8.8-16.4)
80 = ORRa»: Best response: Median OS 21.9 (16-NE)
63.0 BN sCR
(104/165) . CR 100
— . VGPR
60 = PR -
= g 80 -
K3 ©
® 2
£ 40 — =2 CR: _| <
£ 46.1 2 VGPR: £ A
& ~ 594 5
20 = 7.3 £ a0
- 3
Y
2 20 Median, mo (95% CI) -
o 3.6 = s Overall 11.4 (8.8-16.4) 30.1% (22.9-37.7)
=CR NR (26.9-NE) 61.0% (48.9-71.1)
Posss s oporssngguidos botora March 18, 2021 ne I!Op:n:nn wwﬂ‘»%?ﬂﬁs?&’%%ﬁ'ﬁf?l?&‘Z?L‘i’(l'?:)“ ENIOR Rt a ) e G s s
sCR. stringent complete response: USPL, United States prescribing information.

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Deep and durable remissions associated with Pationta atriok BES, months
Overall 165 110 99 87 75 70 61 55 49 44 19 10 4 1 o
better DOR and pFS 2CR 76 76 74 71 65 63 57 52 46 42 18 9 3 1 0
2VGPR 98 97 93 84 72 67 59 53 47 43 19 10 4 1 0

Moreau. NEJM. 2022;387:495. van de Donk. ASCO 2023. Abstr 8011 Garfall. ASCO 2024. Abstr 7540.
—&— Overall —&— =CR —®— 2VGPR
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Long-Term Survival After Elranatamab Monotherapy in
Patients With RRMM: MagnetisMM-3

Best ORR

70 - 61% o .
(95% CI: 51.8%-69.6%) Duration of Response Progression-free Survival
_ 100 — 24 -f: -:--—r»:«'\ "0 . 1
60 < - < Ty 87 9% (T2 154 8 “ Vg, + 1
ewreesi— T PE—
K \ 24 o rate ot Dalerts
v 2R
SsO4 |1 e e
® s ®
— o e ¥ e
* — g i OR (90 C §.
-~ > e
w 40 4 = CR 3 o 2 -
£ 35.0% 3 8
s = VGPR 2
;.'; 30 - 56.1%
Modian PFS, months (38% C1)
- m sCR - »M-D::oan'.:::(ﬁ" s e
20 - o — Patients wimh ECR NE (NENE) I e e
mCR
No.at risk Months No st ra -
10 - VGPR S M B 5 % &5 1 ¥ B W > 1 0 123 78 & & S 4 4 Q » 2N 7 ' ¢
PR ‘.:‘",A‘.. @ & o & & ¥ B N T W 3 ' 5 R B W 8 4 QB M X X 2N 7 1
0
All Patients (N = 123)
Median follow-up: 14.7 mo
Mohty M of ol Abstract POOE Efficacy and safety of cranatamad monotherapy in the resl woed setting in rel d-refractoey sondtiph yeh a2 (RRMM): results of the french compassionate use program on behalf of the IFM. Presentation at
European Hematology Association 2024 annual meeting.

CRO Aviano (PN) - 9 ottobre 2024




Convegno Regionale SIE Talquetamab

MonumenTAL-1: Long Term Outcomes

Ve ) M TAL T phane T bty b 08 mahy [=F T T Prime T Call Sl oot Vatn
3 CNA ¢ e ow caw T
v n=a = 153) n=T8)
.-
e W > agesest o [YEESST ne ra 25
:‘ﬁ:‘(,"g; 0.5 067 K04 5 (12.5-50) A
:‘r:;::.:' 15 (5.7-9.4) N2 A6 7.7 (A5
24 Mo 08 % “«“0e ar 513
a8 00
80 4
WE143 6.7 -
{ ) 1071154)
0 4
60 <
*‘ ; 40 4
EVGPR: f
& 404 551 30 .
20 4 o
T ¥ T v . T ™ v T v
o 3 L] o 7w % N M 7 WX
o D, R DOR mo
- e r 3 2 . ' e o o < © e
0.4 mg/kg 0.8 mygikg Prier TCR e ———— . ? . s . o @ °o o
SC ow SC Q2w Best seaponen oCR & Ll B - o - Bl > L “ 2 .
R L I e U S pR———_

Rasche | of of Abmtsact POIS | owwg tewe of fod iy amed safaty sesadis (rome the phate U s T AL | stully of | sbport wmads, o GPRTEDGCTIR Dungee s anviBuudy, oo prafists el selagmeds vofvm tory sadlgde soywboena
Prewerswmon a2 | w opw s e st cdogy Aucciaton J0J 4 snveasd mestog
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Nuove opportunita... nuove problematiche

MM 1 linea:

Necessita di definire con precisione pazienti che possano beneficiare di specifiche
terapie.

Ruolo dell’autotrapianto nel prossimo futuro: riservato al rischio standard?

Quale ruolo per DaraRD (paziente anziano e fragile)?

MM Ricaduto:
Quali sono i pazienti che riceveranno Cilta cell in 2 linea e quali la terapia standard

(IsaKD e DaraPD)?
Quali i pazienti che riceveranno le combinazioni di Belantamab vs Bs vs CAR-T?

Come scegliere tra terapie mirate a GPRC5D vs BCMA?
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Grazie per I'attenzione!

Save the data:

16° MEETING TRIVENETO SUL MIELOMA E GAMMOPATIE MONOCLONALI

Padova 20 Dicembre 2024 — Hotel Galileo
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